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1 

Claims 

1 . A compound of fomiula (I), physiologically acceptable prodrugs, salts or solvates 
thereof; 

5 

Ar, ^ y^-E X-Ar^— Arj 

(I) 

wherein 
ATiis: 

(i) phenyl, naphthyl or phenyl fused by a CMcycloalkyl; or 
-1 0 (ji) heterocyclyl selected from the list consisting of: monocyclic radicals 

and fused polycyciic radicals, wherein said radicals contain a total of 
from 5-14 ring atoms, wherein said radicals contain a total of from 1-4 
ring heteroatoms independently selected from oxygen, nitrogen and 
sulfur, and wherein individual rings of said radicals may be 
-15 independently saturated, partially unsaturated or aromatic, provided 

that at least one ring is aromatic; 

where An is optionally substituted by 1-4 groups which may be the 
same or different; 

Ar2 is a phenyl group, a 5-6 membered heteroaromatic group or a bicycltc 
20 heteroaromatic group, each of which is optionally subsBtuted by 1-4 

^ groups independently selected from the list Ci^alkyl, halogen. 

hydroxy, Ct^alkoxy, Ci^acyl. C,^acyloxy. amino. Ci^alkylamino. 
di-C,^alkylamino. -{CH2)nOH, -(CH2)nNRxRy, -0(CH2)„0(CH2)mOR". 
-0(CH2)nC(0)NRKRy. -0(CH2)nCN. Ci-salkenyl. -©(CHj^COaR'. 
25 -OS02{CH2)pCH3 . -OSOiNRKRy and -C02(CH2)pCH3; 

Ara is: 

(i) phenyl, naphthyl or phenyl fused by a CMcycloalkyI; or 

(ii) heterocyclyl selected from the group consisting of monocyclic radicals 
and fused polycydic radicals, wherein said radicals contain a total of 

30 from 5-14 ring atoms, wherein said radicals contain a total of from 1-4 

ring heteroatoms independently selected from oxygen, nitrogen and 
sulfur, and wherein individual rings of said radicals may be 
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independently saturated, partially unsaturated, or aromatic, providing 

that at least one ring is aromatic, 
wherein Ara is optionally substituted by 1-4 groups independently selected 

from the group consisting of: hydroxy, Ci^alkyl, C,^alkoxy. 
5 C2^alkenyl, C2^a!kenyloxy, Ci^perfluoroalkoxy. Ciualkylsulfonylamino 

(such as .NHSO2CH3. -NHS02CH{CH3)2), fluoroCi^alkylsulfonylamino 

(such as -NHSO2CH2CF3), C^alkyicarbonylamino, 

fluoroCi^alkylcarbonylamino. halogen (such as chlorine), nitrile. nitro. 

Ci^perfluoroalkyl. Ci^alkylcart>onyi. fluoroCi-^alkylcarbonyl. 
10 Ci^alkoxycarbonyl. aminocarbonyl. Ci^alkylamlnocarbonyl. 

dl-Ci-4alkylaminocarbonyi. Ci^alkylsulfonyl. Ciualkylaminosulfonyl. 

di-Ci^alkylaminosulfonyl. Ci^alkylsulfonyl and Ci^alkylsulfoxy; 
E is n-butylene; 

X is -CONR^-or -NR^CO- (where the left hand side of the linkage is attached 
15 to E); 

wherein 

is halogen. Ci^atkoxy or Ci^alkyl; 
R"" is Ct-ialkyI or hydrogen; 

R, and Ry are independently hydrogen. Ci^alkyl. hydroxy or Ci^alkoxy. 
20 where Rx and Ry are not both hydroxy or both Ci^alkoxy; or R, and Ry 

together with the nitrogen to which they are attached form a 
5-membered ring which ring is optionally subsb'ted by 
-0(CH2)nC(0)NRxRy, -0(CH2)nCN, '0(CH2)„0(CH2)it,OR*'. 
^(CH2)«C02R'. -0S02NR.Ry, -OS02(CH2)pCH3. -(CH2)nC(0)NRxRy, 
25 -(CH2)nCN. -(CH2)nO(CH2)mOR*. -(CH2)«C02R". -(CHaV.C(0)R». 

^OaNRxRy. -S02(CH2)pCH3. -CH=CHC(0)NR,Ry. -CH=CHCN. 
^H=CHCX>2R*. -COaR*. -CKOjR". -C(0)NR,Ry and C2-«alkenyl; 

n and m are independently 1^; and 

p is 0-4, 



30 



A compound according to claim 1 wherein Ari Is phenyl, naphthyl, 1.2.3.4- 
tetrahydronaphthyl. indolyl, benzofuranyl, benzothiophenyl or indazolyl. 



3. A compound according to claim 2 wherein Ar, is phenyl. 1 .2,3,4- 
35 tetrahydronaphthyl or indolyl. 
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3 

4. A compound according to any preceding claim v^erein X is -WR'CO-, 

5. A compound according to any preceding claim wherein Ar2 is phenyl, pyridyl, 
thiazolyl. oxazolyl, pyrazolyl or imidazolyl. 

5 

6. A compound according to claim 5 wherein Arj is optionally substituted by one or 
two substituents independently selected from the list: Ci-talkyl, halogen, 
hydroxy. C,-»alko)cy, hydroxyC,-4alkyl. aminoCtw«alkyt. mono- 
C^alkylaminoCi^alkyl. di-d^alkylamlnoC^alkyl. -0(CH2)hC(0)NRxRy (where 

10 R, and Ry are Independently hydrogen or Ci-,alkyl and n is 1-3) or 

^ -C02(CH2)pCH3 (where p is 0-3). 

7. compound according to any preceding claim wherein Ara is phenyl, pyridyl. 
pyridazinyl, pyrimidinyl, furyl or thienyl. 

8. A compound according to claim 7 wherein Afa is substituted by 
C^alkylsulfonylamino. fluoroCt-ialkylsulfonylamlno. Ci^alkylcarbonylamino. 
fluoroCi^alkylcarbonylamlno, halogen, nitrlle. Ci^perfluoroalkyl. 
Ci^a!kylcart>onyl. fluoroCi-4alkylcarbonyl, aminocarbonyl. Ci-«alky!aminocarbonyl 

20 or di-Ci^alkylamlnocarbonyl. 

9. A compound according to claim 1 wherein 

Ar, is phenyl, naphthyl, 1 ,2.3.4-tetrahydronaphthyI. indolyl, benzofuranyi. 
^ benzothiophenyl or indazoiyi; where Art is optionally substituted by 

25 1*4 R^ groups whk:h may be the same or different; 

Atz is phenyl, pyridyl. thiazolyl. oxazolyl. pyrazolyl or imidazolyl; each of which 
is optionally substituted by 1-4 groups independently selected from 
the list Ci^alkyl. halogen, hydroxy, Ci^alkoxy. hydroxyCi^alkyl. 
aminoCi^alkyl, mono-Ct-^alkylaminoCt^alkyl. dl-Ci^alkylaminoCv 
30 4alkyl, -0(CH2)nC(0)NRKRy and -C02(CH2)pCH3; 

Ara is phenyl, pyridyl. pyridazinyl. pynmidinyl, furyl or thienyl; wherein Afa is 
optionally substituted by 1-4 groups independently selected from the 
group consisting of: Ci^alkylsulfonylamino (such as -NHSO2CH3. 
-NHS02CH(CH3)2). fluoroCi^alkylsulfonylamino (such as 
35 -NHSO2CH2CF3), Ci^alkylcarbonylamino, 

ffluoroCi^alkylcarbonylamino, halogen (such as chlorine), nitrile. 
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Ct^perfluoroalkyl, Ci-«alkylcarbonyl. fluoroCi-4alkylcarbonyl, 
aminocarbonyl. Ci-«alkylaminocarbonyl and di-Ci-^alkylaminocarbonyl; 
E is n-butylene; 
X Is -NR"CO-; 

is halogen, Ci^afkoxy or Ci^alkyl; 
R" is Ci-ialkyl or hydrogen; 
Rx and Ry are independenUy hydrogen or Ci-*alkyl; 
n is 1-3; and 
p is 0-3. 



10 



10. A compound according to daim 1 wherein 

Ari is phenyl, l ,2.3.4-tetrahydronaphthyl or indolyl; where Ari is optionally 

substituted by 1-2 R^ groups which may be the same or different; 
Ar^ is phenyl, pyridyl. thiazolyl, oxazolyl, pyrazolyl or imklazolyl; each of which 
-15 is optionally substituted by 1-4 groups independently selected from 

the list: Ci^alkyl, halogen, hydroxy, Ci^alkoxy. hydroxyC^alkyl. 
aminoC-^alkyl. mono-Ci^alkylaminoC,^alkyl. 
di-C,-4alkylaminoCi^alkyl. -0(CH2)„C(0)NRxRy and -COaCCHaX^CHg; 
■ Ar3 is phenyl, pyridyl. pyridazinyl. pyrimidlnyl or thienyl; wherein Ara is 
20 optionally substituted by 1-4 groups independently selected from the 

group consisting of: Ci^alkylsulfonyiamino (such as -NHSO2CH3. 
-NHS02CH(CH3)2). fluoroCi^alkylsuIfonylamino (such as 
-NHS02CH2CF3). Ci^alkylcarbonylamino, 
fluoroCi^alkylcarbonylamlno, halogen (such as chlorine), nitrile. 
25 Ci^perlluoroalkyl. C,^alkylcari>onyl. fluoroCi^alkylcarbonyl. 

aminocarbonyl. Ci^alkylaminocarbonyl and di-Ci^alkylaminocarbonyl; 
E is n-butylene; 
Xis-NHCO-; 
R^ is Ci^alkoxy or Ci^alkyl; 
30 Rx and Ry are independently hydrogen or Ci^alkyl; 

n is 1-3; and 
p is 0-3. 

1 1 . A compound according to claim 1 wherein 

35 Ar, is phenyl. 1 .2.3.4-tetrahydronaphthyl or indolyl; where Ari is substituted 

by 1-2 R^ groups which may be the same or different; 
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Afa is phenyl, pyridyl. thiazolyl, oxazolyl, pyrazolyl or imidazolyf; each of which 
is optionally substituted by 1-4 groups Independently selected from 
the list: hydroxy. hydroxyCi^alkyl, aminoCi^alkyl, mono- 
C^alkylaminoCi^alkyl, di-C,-ialkylamlnoCt-«alkyl. -0(CH2)nC(0)NRxRy 
5 and -C02(CH2)pCH3: 

Afa is phenyl, pyridyl. pyridazinyl, pyrimidinyl, furyl or thienyl; wherein Ara is 
optionally substituted by 1-4 groups Independently selected from the 
group consisting of: Ci^lkylsulfonylamino (such as -NHSO2CH3. 
-NHS02CH(CH3)2), fluoroC,-4alkylsulfonylamino (such as 
10 •NHSO2CH2CF3), Ciw»alkylcarbonylamino, 

fluoroCt^alkylcarbonylamino, halogen (such as chlorine), nitrile. 
Ci-«perfluoroalkyl, Ci^alkylcarbonyi. fluoroCi^alkylcarbonyl. 
aminocarbonyl. Ci^alkylaminocarbonyl and di-CiMalkyiaminocarbonyl; 
E is n-butylene; 
15 Xis-NHCO-; 

is Ci^alkoxy or C^alkyl; 
Rx and Ry are independently hydrogen or Ci^alkyl; 
n is 1-3; and 
p is 0-3. 

20 

12. A compound according to claim 1 wherein 

ATi is phenyl. 1.2.3.4-tetrahydronaphthyl or indolyl; where Ar, is optionally 

substituted by 1-2 R^ groups which may be the same or different; 
Ar2 is pyridyl. oxazolyl. pyrazolyl or imidazolyl; each of which is optionally 
25 substituted by 1-4 groups independently selected from the list: 

Ci^alkyl. halogen, hydroxy. Ci^alkoxy. hydroxyCi^alkyl. 
aminoCt^alkyl. mono-Ci^alkylaminoCi^alkyl. di- 
Ci-»alkylaminoC,^alkyl. -0(CH2)nC(0)NR,Ry and -C02(CH2)pCH3: 
Ara Is phenyl, pyridyl, pyridazinyl. pyrimidinyl. furyl or thienyl; wherein Ara is 
3Q* optionally substituted by 1-4 groups independently selected from the 

group consisting of: Ci-*alkylsulfonylamlno (such as -NHSO2CH3. 
-NHS02CH(CH3)2). fluofoC,-4alkylsuIfonylamlno (such as 
-NHSO2CH2CF3). Ci^alkylcarbonylamlno. 
fluoroCi^alkylcarbonylamino. halogen (such as chlorine), nitrile. 
35 Ci^perfluoroalkyl. Ci^alkylcarbonyl. fluoroC,.4alkylcarbonyl. 

aminocarbonyl. Ci^alkylamlnocarbonyl and di-Ci-talkylaminocarbonyl; 
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5 



E is n-butylene; 

Xls-NHCOs 

is Ct^allcoxy or CiwialkyI; 
Rk and Ry are independently hydrogen or Ci^alkyl: 
n is 1-3; and 
p is 0-3. 



13. A compound according to claim 1 wherein 

An is phenyl. 1 ,2.3.4-tetrahydronaphthyl or indolyl; where Ar, is optionally 
^ 0 substituted by 1-2 R* groups which may be the same or different; 

Ara is phenyl, pyridyl. thiazolyl. oxazolyl. pyrazolyl or imidazolyl; each of which 
is optionally substituted by 1-4 groups Independently selected from 
the list Ci^alkyl. halogen, hydroxy, Ci«4alkoxy. hydroxyCi^alkyl, 
aminoCi^alkyl. mono-Ci-4alkylaminoCi^alkyi, dl- 
i5 C-4alkylaminoCi^alkyl. 0(CH2)„C(0)NR,Ry and •C02(GH2)pCH3; 

Ara is phenyl, pyridyl, pyridazinyl, pyrimidinyl. furyl or thienyl; wherein Ara is 
optionally substituted by 1-4 groups independently selected from the 
group consisting of: Ci-^alkylsulfonylamlno (such as -NHSO2CH3. 
^HS02CH(CH3)2). fluoroCi^alkylsulfonylamino (such as 
20 -NHSO2CH2CF3). C,.4alkylcarbonylamlno. 

fluoroCi-4alkylcarbonyIamino, halogen (such as chlorine), nitrile. 
Ct^perfluoroalkyl, C^alkylcarbonyl. fluoroCi^alkylcarbonyl, 
aminocarbonyl, Ci-»alkylaminocarbonyl and di-Ci.4alkylaminocarbonyl; 
E is n-butylene; 
25 Xis-NHCO-; 



14. A compound according to claim 1 wherein 

Ar, is phenyl. 1 ,2,3,4-tetrahydronaphthyl or indolyl; where Ar, is optionally 

substituted by 1-2 R^ groups which may be the same or different; 
Ar2 is phenyl, pyridyl. thiazolyl. oxazolyl. pyrazolyl or imidazolyl; each of which 
is optionally substituted by 1-4 groups independently selected from 
the list: Ci^alkyl. halogen, hydroxy, Ci^alkoxy. hydroxyCi-talkyl. 



R* Is Ci-4aIkoxy or Ci^alkyl; 

Rx and Ry are independently hydrogen or Ci^alkyl; 

n Is 1-3; and 

p Is 0-3. 



30 
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aminoCi^alkyl, mono-Ci-ialkylaminoCi-^alkyl. di- 
Ci-.alkylaminoCi^aIkyl. -0(CH2)„C(0)NRKRy and -C02(CH2)pCH3; 
Afa is pyridyl. pyridazinyl, pyrimidinyl, furyl or thienyl; wherein Ara is optionally 
substituted by 1-4 groups Independently selected from the group 
5 consisting of: Ci^alkylsulfonylamino (such as -NHSO2CH3. 

-NHS02CH(CH3)2). fIuoroCi-4alkylsulfonylamino (such as 
-NHSO2CH2CF3), Cf^alkylcarbonylamino, 
fluoroCi-»alkylcarbonylamino. Ci^alkylcarbonyl, 
fIuoroCi-4alkylcart)onyl, aminocartx>nyl, Ci-^alkylaminocarbonyl and 
iO di-Ci^alkylaminocarbonyl; 
^ E Is n-butylene: 

Xis-NHCO-; 

is Ci-4alkoxy or Ci^alkyl; 
R„ and Ry are independenUy hydrogen or Ci^alkyl; 
15 n Is 1-3; and 

p is 0-3. 

15. A compound according to dalm 1 selected from the list: 

2-Hydroxymethyl-4 -trffluoromethyI-biphenyl-4-carboxylic acid {4-[4-(1 H-indol- 
20 3-yl)-plperidln-1 -yO-butyO-amide (Example 1 ); 

2-(4-Cyano-phenyl)-4-hydroxymethyl-thlazole-5-carboxylic add {4-I4-(1- 
methoxy-5,6,7.8-tetrahydro-naphthalen-2-yi>-plperidin-1-yl]-butyl)- 
amide (Example 7); 

^ 2-(4-ChIorc>-phenyl)-4-hydroxymethyl-thlazole-5-carboxyllc add {4-[4-(1- 

25 methoxy-5,6,7.a-tetrahydro-naphthalen-2-yl)-piperidin-1-yl]-butyl}- 

amide (Example 10); 
5-(4-Cyano-phenyl)-2-(2-hydroxy-ethyl>-2H-pyra20le-3-carboxylIc add {4-t4. 
(1 -methoxy-5,6,7,8-tetrahydro-naphtha!en-2-ylH5lperidin-1 -yq-butyi}- 
amide (Example 21); 

30 4.(5-Chloro-thiophen-2-yl)-N-{4.[4-(1-methoxy-5.6.7.8-tetrahydro-naphthalen- 
2-yl)-piperidin-1-yl]-butyl}-ben2amide (Example 23); 
4-(5-ChIoro-pyridln-2-yl)-N-{4-[4-(1-methoxy-5,6.7,8-tetrahydro-naphthalen-2- 

yl)-piperidin-1*yl]-butylhbenzamide (Example 32); 
4-(6-Chloro-pyridln-3-yi)4^H4-I4-(1-methoxy-5.6J.8-tetrahydro-naphthalen-^^ 

35 yl).piperldin-1-yl]-butyl>-benzamlde (Example 34); 



Express Mail Label No. 
EV 332064133 XJS 



PF4877 • 3 September 2004 PCT/EP03/07612 



8 

6-(4-Chloro-phenyl)-N-{444-(1-^ethoxy-5.67.8-telrahydro-naphthalen-^^ 

piperidin-1-yl]-butyl}-nicotinamide (Example 38); 
6-(4-Cyano-phenyl)-N^4-I4-(1-methoxy-5,6,7,8-tetrahydro-naphthalen-2-yl)- 

piperidin-1-ylJ-butyf}-n!COtinamide (Example 39); 
5 6-(5-Chlor(>-thiophen-2-yl^N-{4-[4-(1-melhoxy-5.6J.8-tetrahydro-naphtha 
2-yl)-piperidin-1-yl]-butyl}-nicotlnamide (Example 40); and 
2-(4-chlorophenyl)-1.4-dimethyl-1H-imldazole-5-carboxyllc acid {4.[4-{1- 
methoxy-5,6.7.8-tetrahydro-naphthalen-2-yl)-piperidin-1-yll-butyl)- 

amide (Example 45). 

10 

16. A phamiaceutical composition comprising a compound as d^ned in any 
preceding claim and a phanmaceutically acceptable canier or diluent. 

17. The use of a compound defined in any one of claims 1 to 15 in the manufacture 
15 of a medicament for use In the treatment of conditions resulting from elevated 

circulating levels of LDL-cholesterol. 

18. A compound defined in any one of claims 1 to 15 for use as a medicament. 



Express Mai! Label No. 
EV 332064133 US 



